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TI New hydroxy formami dine compounds used as inhibitors of generation of 

20-hydroxyeicosatetraenoic acid from arachidonic acid and for treating 
renal , cerebrovascular and circulatory diseases . 
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NOVELTY - Hydroxyf ormamidine compounds (I) and their salts are new. 

DETAILED DESCRIPTION - Hydroxyf ormamidine compounds of formula (I) 
and their salts are new. 

XI -X4 = at least one N, O or S atom; 
n = 0 - 4 , and 

R = 1-6C alkyl, 3-6C cycloalkyl , aryl, aryl(l-4C alkyl), halo, cyano, 
1-6C alkyl thio, 1-6C alkylsulf onyl , arylsulf onyl , carbamoyl, 1-6C 
alkoxycarbonyl , thienyl , furyl, quinolylthio or benzodioxepanyl; or 

when n = at least 2 , then 

adjacent R groups = may form a ring which optionally contains an O, N 
or S atom. 

ACTIVITY - Uropathic; Cerebroprotective . 

MECHANISM OF ACTION - None given in the source material. 

USE - Used for inhibiting generation of 20-hydroxyeicosatetraenoic 
acid from arachidonic acid and for treatment of renal diseases, 
cerebrovascular diseases, and circulatory diseases. 
Dwg .0/0 
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[BM] BIS. HML«»0>±MWM=i3i-f*«'lM«i» 

o - h e t Eo>a±»*$ias-r $x»€a0t-r« c 
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X*-^ \=NOH 
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[W*J1 1 ] ^ : 

[<bi] 

(R)i » ■ ^— NH 

X"— X 4 \=NOH 

oligStH^ ^H^-X(±«S«)S^T-fey : nl*0~ 
-fc-SLWiffimfcoT. Cl~C6T;U4r^Ss C3~C6 

D7;Mr;u£, TU— 7'J- ;uci~C47;u 
^-S. ci~C67;u*-ju;*ju*— jug. T'J— ;i/X;u* 

«tt^^^Jife-r-i)Ci:*<-C'#-l.) t-$*hStKP*v 

[13*113] Xl~x4^#t;^A<^T > /-;U^, tf^ 

^>VV 5 ^7— ;u*l. 4. 5. 6, 7-f h7 
t Kp [b] K>7^^-^x>B8 % [b] 
^^-^x^UXliv^p^^^ [b] 

)i,m±<D'PU< 1 1 1 0(7)**Jl I F7b<Ci-C4T 

;u*;ug xi* c i - 04-7 ;u=i *vSt?lS* ttr i>£ . 

[IS*JS6] ii&LT, 1 O(0R*<. T'J 

jMr;ug. - hPgXIi/xpyvlS^-eM&aFfvci^ 



[»#JS8] 1 7b£7 <Z>^-f*i.AMc|eKaMb£ 

0-t KD+vH-n^f h7i>»ttlf Sfl. 

©is w ictts * 5 m £ *r3sjs# <t -r * 

W&S. 8ia]fii©£gxi*^iS§g£®£gf3!go 
[SSEroPfflfcittE] 

[0001] 

O- 1 Kp+vi-C a+l-^r h^x>^ (20-HET 
e) o>m*k£mWfZt Kp*->7h;uA7 5^Mb^ 

[0002] 

Mi: Lt«*vf P^-*i>y^— trie* otMJW 
^■p x * 9 =? is i> <) #*■'>?-)— ?lz J; o -c& 

h^P— Ap 4 5 OJllcJl-f -SBSilCfc-pTT^* 
K>Kfr bl±$*i5 20-HET EA<±j*rtt*#gi!i: 
Url,^5c < ^:A<^C>A^i:$^^-^-^fe^ (J.Vascul 
ar Research, §532#. m79S(1995) ) . C+t*-Clr2 0 
-HE T El*g». ffiiJfil©Sla»±^»S§lcfcL%r«fc'I^Jfll 

i:^iixiBixi*s£3g$-i±.i. c tvmi&mmz ^e-rs - 1 

-cL>*i:*ic=&«s«iE. saKae«ift. m&%mmwo> 
mmz&<ms-i,T^z>zktf7jim$tiT^& cj. vase 

ular Research, m32«,m79M (1995). Am. J. Physiol. , 
!H277£. R607 H (1999)t§) 0 
[0 0 0 3] 

[SSM*<P*LJ:5t-ri.Sffi] *SS(8I*2 0-HET 

Eommzmmi^ 2o-HETE*<Bia-r*^s*^ 
m-r z> d ta>simtmm^ &m-rz> c <t £ § w<t it in 

•5. 

[0004] 

[SS^P*rSfcto<7)^K] *^ffl#f»l*fT8BSS^ 
+->^;UA7'5^>ib^A<2 0-HETE(DMSI 

ut 2] 

PJn "J- "V— NH 

X-^j^ \=NOH 

oliS^H^ ^H^XIififtlSll^r'&y : nlto- 
4(7)o%<Off«0)S»-e&y ; Rli, HkiLLX. 
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— fcilMittllttoT* C1-C67;U^US. C3-C6 
y^P7il/^H, 7'J- JU*. 7'J- ;UC1~C47;U 

t> * 5 t> aft * tt a ^ p £ # A.r* *, 
[0005] ±ta^T*a$tL^^b^-eii. MIE^^p 

<t^»^LL^ -+it>oi8(i. -WnfcoT* 'O*/^ 

7 7-Jl,S, 'OV-T 4. 5, 6. 7- 

f h7tKo/<>y [b] T^-^x>H. v^p^O^ 
[b] ^^x^ftXIiv^P^* [b] T^x> 

[0 0 0 6] fllHR^iiiiLTTU— ;US. 7UHI/X 

£itR*-*-&*§£fi* M3S**(D7 u-;uBIX(*^>f^x> 
HJl<Z)'>#< 1 o(D**imTA<, ci-C6T;u^-;u 

»^Ll> 0 7 l )—)V&t LTI*:7x^U«j!)<#*L^o 

[0 0 0 7] JifEst [<b2] <D®ISl^3:;h,£J|{*ftfc 
lb£^CD5*>. ^(C»^LL>t(0l*. N — (5-^PP 
f7^-2-^Jl/) -N' -tKa + y*JUA7 5 
N — (2-X^;U^^-- 1 , 3. 4 -f7v77 
— JU-5--OU) -N' -tKP*y*M7SyX 

n- (4-^p^-5-y^;u^ v^ % /--;u~3--r 

;U) -N' -tKP4ytWl/A75y>, N — (4-3? 
p^E-3->T;ut:7i/— ;u-5--Ou) -n' -tK 

P^^Tt^UAT 5 N- (4-^P^E- 1 ->fjl/ 

fcf^V— ;i — 5 — OIO -N' -tKP^yt^7,5 

N — (4-^Pte77- JU-3--OU) -N' 
- 1 KD4ryt^A7SyX N- ( 2 - £ ;U/ >f ;U 
^^f^x>- 3--r;u) — n ' -tKP*y*M75 

N- (5, 6-v>fM>7f77-il/-2- 
*OU) -N' -tKP + yt^A7Sy>, N- (3- 
(4-^pp7i — ;ux;U/^— ;u^^^ x >- 4 ->f 

;U) -N' -t KP^yMA75yX N- (3-? 
iz;bx^-;Uft7iy- 4 -n' -tK 

P^yWA75y>, N — (2, 3 - h^r v2UU 



^-;u^^-^x>-4--r;u) -N' -fcKP*v7tx;u 
A7 5yX N- (3--T v^n tfjUXJU*— ;u-2- 

>7 t ;u5 i ^7 c ^-^x>-4-^;u) — n ' -tKP^v 

7fx;uATSv>, N — (5. 6-y^f^>7^5? 
V— JU-2 — N ' -tKP^>WA75y 

N — (3-X h + V*;U7K— ;u-4, 5, 6, 7- 
f h7tKP'<> > ;ft7i>-2-'{^) -N' - t 
KP^>*;UA7 5 N — (3-?xZL;ue^/— 

;u- 5 -N' -tKP4rytWUA75yX N 

- (4-t-^f7*/Hi/-2 — r;u) -N' -t 

KP*V*;UA7 5 N — [3- (^^^x>-2 

-4M -N' -tKP + y* 

>IUA7 £ N — (5-^P^E-4- t -y^JlsTT 

;U-2->OU) — N ' -t KP^y^l/A7 5y 

n — [3- c?5>-2 — f ;u) e^v^— ;u-5- 

-f;U] — N ' -t KP4vt^A7iV>, N- [3- 

(4-^pd7i-;h tf^V— ;u-5->ou] -n' 

~tKP*y^A7Sy>, N — [5- (2' -:?P 
^-5' -^x-;u) =j-t x J— ;u-2--ou] -n' - 
t KP + ytWl/A7 5y>, N — (4-^P^E-3-^ 
x -;utf^y— JU- 5 — OW -N' - 1 KP*v7fx;u 
A7 5vx n- d-^f;i,-3-t-^f;ue7y 
— ;u-5 — OU) — N ' -t KP4ry*;i/A75yX 

N- (2-^ h^r->*^7t?^;U-5~ t 

x>-3 — T;U) — N ' -t KP^yt^A7 5y>, 

n- (2-*;u/^E-ou-5- t -^^;u^^-^x>- 
3 -N' -tKP^yt^A7 5y>, N- 

(s-^^^utf^ !/— ;u-3-^f;u) — N ' -t Kp^ 

y^A75yX N- ( 4 - ~?n =E- 5 - 7 x =JU e 
JU-3--OU) — N ' -tKP+ym7 5v 

n — [5- 2 --ou) e^y— ;U-3- 

>T;U] — N ' -tKP^yWA75yy, N- [3- 
(4-^f^7i-;i/) tf^y— ;u- 5 --r;u] -n' 
-tKP+y*JU7SyX N- (3 -x K^-^>^;u 
7Kx;u-v^a^>^ [ b] ^^x >- 2 --T;U) - 
N' - t KP + y/tWl/A75 N- (5-^x— ;U 

tf^y— ;u-3->r;u) -n' - 1 Kp^ytwuA7 s 
n- (3-x h*vrt;u7t*-ju-->^p^:7*$ 

[b] ^^"^x>- 2--f ;U) — N ' -tKP*v/7tx;U 
A7 5vX N — (4-x h^^>*;U^x;u- 1 
— ;utf^y— ju- 5--r;u) -n' -tKP+ym 

7SvX N- (4-X h^rV^;U7Px;U- 1 -*^;u 

e^ x /— ;u- 5->r;u) -n' -t Kp+yt^uA7S 

N- [1- (4-7Jl/tP7i-JH -4-Ih 

^rv^j^-;Hf7 7- JU-5 T;U] -N' -tKP 

^yt^A75yX N- (5-X h^->73>/U7K^;U- 
4 -37x -;u^r % /— ;u- 2 -N' -tKP + 
y^l/A7 5y>s N- [4- (4-)DP7i-Jl/) 
^7*/-;u-2--Ol/| — N ' -t KP*i>7tv;UA75 

N — [4- (4 -^P^E^x f7 7Hl,- 
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2- ^;u] -N' -tKPiryWA75yX N — 

- 5 - -T;U] -N' -t KP^vt^ATSvX N- 
[3- (4-9 nny - 1 - > ^;utf^ i/— 

-5--OU] -N' -t KP + vt^A7 5vX N- 
(4-yjy - 3 - ^TJU^*- 1 JUbf^y— 
;U-5 — r^U) — N ' -tKP+vMA75vX N 

- [2- + -1. 3, 4-5 1 
7v7^-5-^M -N' -tKP*v*M7 
S N — [2-v7/ - 5 - (4 -^;U7j-p^x - 

;u) t^^x>-3--<^u] — n ' - 1 Kn+vTfxjuA 

7 5vX N- [2- (4-^V^7i-^) -5 

h*v±i;U7tf— ;u^t|-^x >-4--ou] -n' - 

tKP^rV^A7 5v^ N- (5-K>v^**"fe 
/^-;uf7l/-iU-2-YJU) -N' -tKP + y^l/ 
A7^y>> N- [5- (4 — — hP7 x=JU*JU7fc— 
JU) TTV— ;U- 2->OU] -N' -tKP^ryt^A 
75y'X N- (2-* h^rV^;U7t<-;U^^-37x>- 

3- -OU) -n' -t Kn+v^UA7£yX N- 
[4- u>- 2 -y;u) T7 x J— ;u-2 — r 

;u] — N ' -tKP*y*;i/A75yX N- [ 1 

^;u-3- (4-t-^7i-;i/) ;u-5 

-N' -t KP*yt^A75y>, N — [2 

- (4-^;u^p^x-;u) -5-> h^rv*;U7K— ;u 

^^-^x>-4--<;U] -N' - t KP**>*;UA7S 
N- (2-> h^>*UU7tf— ^U- 5 -?x— Jl,^ 
^-^x>-3 — OU) -N' - t KP+yWA75y 
n — (i, 3 - v37x -;ue^y— 5 ->f;u) 

- N ' -tKP^il/A7 5yX N- ( 1 -><>v 
M>7Y5?y-^-2-^Jl/) — N ' -tKP*y 
^i/A7$yy, N- [4- (^^^ U>- 1 

f7 7-;i/-2 — OU] — N ' - 1 KP^ytWl/A7 5 
N — {4-y7y-2, 3-y7i-;i/77>- 
5 — < )l>) -N' -t KP+vtWUA7Sv>, N - 

(3-^fMv^7-;u~5-^;u) -n' -tK 

P^rvt^A75vX N- 

;U-3-YJU) — N ' - t Kn**>7M/A7 5^>* N 

- (3 -7jl-J\s- 1 , 2, 4-f7y7l/Hl/-5- 
-OU) -N' -t KP^y^l/A7 5vX N — (4 - 
>h^> v ;f77-Ji/-2-^;i/) — N ' -tKP 
^>*;uix7£ v>> n- (4-*^;u^>v r ^7V r --- 
;U-2-*OU) -N' -tKP+y^A75yX N 

- d-xf;i,e7^-5-^;i/) — n ' -tKP 
+y^A7^yy, N- (3->fM V^7 % /— ;U 
-5->f;u) -N' -tKP+y^A7 5yX N- 

(4. 5-y>W7y-;i/-2-{Jb) -N' -t 

KR+y^iU7$y>, N- (4 f;i/f7 7- ;u 
-2->fJU) -N' -tKP4y^A7 5y>, N - 
<-f V*-* % 7— <JU) -N' -tKP+ytOI/ 
A75y>, N- (3. 4~i;^fMV^ % /~^- 



5--T;U) -N' -tKP^y^A75yX N — 
(2-y^?P^Pejl/-1, 3. 4-f7y7 % ;-;i/- 
5--OU) -N' -tKP^yWA75yX N — 

(2-> h^v^;U/K-;u^7>-5--r;u) -n' - 

tKP + vt^A7Sy>, N — 

-Jb-4->f^ft7i>-2-'fil/) — N ' -tK 
P+ytxU7?yX N- ( 2 -> h* ;u 
-4->^;U5 1 ^-^x>-3--<;U) — N ' -tKP* 
y*Jl/A7?y>, N- (1. 3 t 5- hlM^Ubf^ 
x /— JU-4 — OU) -N' -t KP+y^UA7Si/ 

n- (3 - p^p t°;u- i ->^Ubf^ % /— ;u 
- 5 --r;u) -n' - 1 Kp*v*;uA75 n- 
[1 -y^/u-3- (2' -^x-^u) y— ;u- 5 

-*f;U] — N ' -tKP*yt>;i/A75yX N — (1 

- > ;u- 2 --r ;u) -n' -tKa+y^ 

U7 5y>> N- (5-y^Uf77- ;U- 2--f 
;U) -N' -tKP^>t^A7 5yX N- (3 

h*v*;U7P-;u^7l-^x>-4--<;u) -n' -tK 

P*v*;UA7 5 N- (^>7f7^-;b- 2 - 

>OU) -N' - 1 KP + y^;i/A7 5i/X N- (1, 
3-yV f^e^y- ;u-5--T;U) — N ' -tKP* 
V/tJI/A7?yX N- [1- ( 4 - * t^U? x " JU) 

-3->T;ue^\/— ;u-5--<;u] -n' -tKP* 

ytWl/A7 5y>, N- (3 -> ?^U- 1 -?x ~;utf 
;u-5--f ;u) -N' - t KP*^>7t-x;UATS v 
N- ( 1 -T7x-;ue^y— JU-5 — OU) — N ' 
-t KP^ytWl/A7Sy>, N- ( 1 3 - 

7i-;utf7 % /- ;u-5--ou) -n' - 1 Kp*v* 
WSyX N — (3-y^D^pejl/-1-7i- 
A/tf^y— JU-5--f ;U) — N ' - t KP^VTtx^UAT 7 
SyX N — ( 1 -^f^y^5^7-;b-2--< 
;U) — N ' -t KP^y^A75yy, N- (4-? 
i-jif77- ;u-2 — ou) — n ' -tKP**>7fx;u 

A7SyX N — [4- (4 -> ^JU^x -JU) f7!/ 
— ;U-2--OU] -N' -tKP^>t^A7Sy>, 
N-(2-x^;U-1, 3, 4-f7y77-^-5- 
Y;U) -N' -t KP + y^A7$yy, N- (5- 
t -:^;u-< v*-9-y— JU-3--OU) — N' -tKP 
*->7t^;uixT^ n — (2- t 

1. 3, 4-f7y77-;i/-5-^fjb) — N' - tK 
p + ytWl/A7 5y>7?feS 0 

[0008] ±Ea><b**x(**a>«**ttfcMFSS*t 
£A<»*L<. ftttttlcl^ 2 0-tKP^yx^3f 

[0 0 0 9] *:*B^|-fct^Tftffl*n^ffliSA<JaTlC^ 

«$H^o ^^irfciNT. rc n -c m j tit. *<D'ik 
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[0 0 10] Cl~C67;Mr;Ug(*. 

:7^uS* -fv^fjH, t-:?^ug. 'O^ju** 

[0 0 1 1] C3~C6V*P7;Mr;Ufili % &3tl!^£ 
3~6fi*ir63S#7JU*;bg£^U M^v^P? 

[0012] 7U- ;uS(*. ^x-;us, -J-^ji/S* 
#*L<(*?x-;ug. -ea***xfr. K^^F^i- 

[0013] /\ay>H^li. ^ffcJRT-* iSSlDFK 

[0014] ci-c6t;u*;u^^-si*. strnm+zi 

[0015] — C6T;u^r;ux;U/tx^.;ua(i. *jU/fv 
-;uS (-S02-) t ci-C6T;u+;uS^1S^Lfr 

[0016] 7U — ;ux;u7^— ;ugi*. x;u*-ju» 

(-S02-) <t7U-;U»A<«£L*:ff2Sg£WLT;fc 

y. mpiit. -S02-7I-JH, -so2-t7f;u 

[0 0 17] C1-C6T^U=I+V*;U^— jum*. C1 

-C6T;u=i^>'S < t^;u7t?~;ua <-c = o) a<lg^ 
L/cfl£®£*rLTi^ 0 --r% ci-C67;u=i^rvS 
I*. SilT^ 1 -6<i^-r^itsgttx(i^iK«ltt07 

[0 0 18] ^x-;uS(i2-^x-;u^i;3-5 1 x 

-;u**^. B«lc. ^y^S(i2-3"j;uasi/3 
-7U;HS§t;o l ))i,?*mt*s Vfr&kT* 
S (-S-) 4<*«LfeMB£*LT£tL Milll 4 



[ft 3] 

c:x> 

[0 0 19] ±S5Lfc#a(DS(i. *0>&±<D'J>tS< t 

S : *JU***>il/* ; v7/l ; fcJU/^t'OUS : >^ 
;ug. x^jug, ^pe>iu». -fv^pe^S, 

-rv^^^US. sec-^^Ug. tert-^JUS. ^ 

^x 7> h^x;ug^cD7'J— ;uS ; tfpy;u 
eu^ui, ^x- jus^a^ss ; * h*v* 

tit^rtckt^ ftd. -6a)7^;Hsit 

^(i/xpy^lS^ICcfc^g^^^Lt^ LfctfoT* 
m?L\£s 4-YV7"Ptf^7xZj^ 4-^^;u^x 
xjug, 4-t-7*fJU7x-JI/S, 4-^PP^x- 

4-^;u^-p^x 4-^P : E7x-;i/ 
4 -^pp^x- jux;Ut^x;uS % 4--hP7i 
-J^ JU* x jug&tf 2 -z?n=ET*-)l>S:t£ E t±BB 

[0020] jeic. -test Mb2] icfcur. Rjrra 

< , ^fCCl-C4TJU^r;uaX(iCl-C4T;U=J^vS 

t «*: i^aA^ttfpxtt^iafpo 5-8 is? jf^ia-r 
7f7 7-;us, ^>^/-r ^ ^y-w, 4, 5, 6. 

7-f h7tKP [b] ^^Vn-Pji^m. v^P^ 

>^ [b] 3L>mxitis<7 u^zf* [b] 

^ L < li c 1 — C47;u^r;u*Xii c 1 - C4T jU=J ^Fi/ 
ClJ^-Ca&StlT*,^ . Hill 5, 6-v> 



(6) 



2001-354658 



[0021] ®m¥mzvf®2ixz > mt{*. t/u 

*'J&B&. 7J^'J±S4BS. 7^-^U. 7)V 

feU. Wljtli. ±hy!?Aig. *U-!?A1S, *M^A 
T^^e-OAtg, h'jx^=-;UT> 
t-^ii. mitt. ^Pft>H, &S8i£. £M 

Mtt. 7* hfcf;J->i&lg. ^3^18, y;U3^^h 

2-t KP*->x$:>;*ju*>8t§. *:>-t£ 
>x;u*>i8ifi. hJUX>XJU*>^ifi, ^'Jju 

it, rytfi/B*. ->X^r-f ><t(DiS. N-TH2^;Uv 
7f-(>i©«. ifi&ifi, SMb**It£» 'J AS 

[0 0 2 2] 

^<D^b^«!ll*TKS (1a) 
[lb 4] 

(R) n — ^-^V-MH 2 (la) 

(5£4U Xl~x4 % Rli±8E,tl^i:T?fcS) r-^^tv* 
<b^$<tt!«a<7)Kfe*tMiT 5 >motkM1&<DttT 
fe*LM*^#^Tlc^u KBIKxx^UirSfBLfc^ 

^5m8i&SLMim8t-ti-rict Kp*->;urs>-t?«i 

S-T S C <t ir J: o T ^fifc-f & C £ A<-C- # -5 . 
[0023] *S^lc&£<b£%fttflc*<osy£:¥iJ*iic 

». tMN. hP-^&k <?')— ASK S.*U » 

w mi 2StiEH*ig^i=s£-r*^j£) i= 

>-h-./Ufc:i:*) . *§^$J (.mx.lt. tKP*->^Dtf 
[0 0 2 4] *SEB^ir^§<b^«!iroS4-«ii. i$A££ 

i«*^101~2OOOmg1?3iy i 



1 @xi*»iH]i-#(+-c}a-rf crota4-*(i. 

[O O 2 5] 

[fSWOTSftm] *fBSBK&£<b^Xtt*(DKISS¥MI= 

tt®**l4tfil*2 0-HETEl41f^ffl^tL. t 
h;&tf»!|&l~fcMt52 0-HETEA<|I8fr-5£^ W*. 

[0 0 2 6] 

HJfiffll :N-(5-> h+v*^7K-;U77>-2-C;U)- 
N' -t h'P+v^^ATSv^lS 

2- 7S>'-5-/ rt>:77>(0.933g), *)L 
h^»x^K2. 33g)iRKx^;K10ml)©S^^*n 
S»3SST4B#|t88mLf::gL liMOt;uh¥8i^^ 
®*Lf=o S,Tfi(Dy^/-;U5§jaE(10ml)(=^Kt Ka* 
•>;U7 5 > (0. 558g) irth^^h+i/KtO. 44g) 
£>fflm Ltz t Kp^v^t 5 ^ y — JU?gjS(20nil) 

»8i * ;K4 : 1 ) r-SSSS L T Sffet»*M*<D*SSHb^i 

Sl#fc(0. 627g). 

iSifi 1 58.0—1 5 8. 5°C 

[0 0 2 7] HJSW2 : N-(5->f i ;u-r' v^yj;u- 

3 — T;U)-N' -t KP4r->*;UAT5i?>0)^fifc 
2-T 5 / -5-> h*->*7U^x;U77 ><Dft+5 U IC3-T 
5/-5->fM V+^^-^^ffl^TlUfiWl 
OT»ft^ ft ? C i: o-C«M<bfttt£ 

18 3. 0~ 1 8 3. 5°C 
[0 0 2 8] Ht£#l3 : N-(3--< V+-9-yjJU)-N' -t 
Kp*->*;uat £ vXD^fiE 
2-rsy-5-> h^r->*;u^-;u7^>roftt5yic3-T 

^ CklCcfeoTSIS^b^^fc. 
14^ 14 9. 5~ 1 5 O. 0°C 

[0029] nmm4 ■. n-(2-^ \~*i,i])i,#-)i,-4-* 

2-7 5>-5->h* v*;U^-JU 7 5 >(T>Vt.t> y I-3-T 

tXXfl 1 t la]t$0>Ji^£ ft 5 C t o r«ffifc^1«l 

16 4. 5~ 1 6 5. 5°C 
[0 0 3 0] Ht£«ll5 : H-(4-t-y^)^7 9—)\ — 2 
--O10-N' -t KP+->*;l/A7Sv>0)^* 

2-7 5^-5-^ h ^ ;utf^;u ^ ^ ><D«^ y ir4-t- 



(7) 



&m2 O 01-354658 



2. 5~ 1 8 3. 0*C 

[003 1] H16«6~8 9 : ±fctmmi-. 















sat 
m 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:6 


CHCI3: 
MeOH 
=95:7 


o o o 


CHCI3: 
MeOH 
=95:5 


3. 
\- 


§~ 


Q CM 
Ui 


8- 


CO 5- 


§~ 








CO ^ 


CO _ 

o 50 




M-H 
(APCI) 












2 Mi 


CO 

1^ 


CO 

o 

CM 


CM 


CM 


CNJ 


== o 








CM 


r>. 


11 












a. 
E 












A3 


X 

o 

D 


o 

V-co 

ft 
Y 




X 






US 


AJ 


IP 

A3 


IP 





8. 5 7 s 6 5. 7 OB.lf-\ 6tLX&&mi~SV& 

[81] 



[0 0 3 2] 



[&2] 



* 



(8) 



ftffl2 O 01-354658 













AcOEt: 
EtOH 
=90:10 


CHCI3: 
MeOH 
=95:5 


AcOEt: 
EtOH 
=90:10 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 


CO z 




8- 


§~ 










■ 2» 


Csl 






o 

CM 
CM 




So 

CM 


CO 
O 
CM 


1 

CO 


O 
CM 
CM 




So 

CM 


O 
CM 




CM 

Si 


CO 


£2 
oo 

CM 




















cvi . go 
oo m 00 


w 
D 

o 


2 1 




o 

« 


P 


AJ 






AJ 





[0033] [S3] 



(9) 



2001-354658 









79.6 




CHCI3: 
MeOH 
=95:5 


2 I in 
o S » 


col fl 
n O in 

x • o> 
OS « 


co X in 

T O O 


ci X m 
O O tri 

o s » 




Q cm 

<n 






o 




CM ^ , 








in 

CM 


CM 


s 

CM 


CO 
CM 




m 

CM 


CO 

o> 

OJ 


S 

v\l 


CM 




in 

CM 


m 


in 
o 

CM 


8 

CM 


CO 

o 

CM 






















4 ° \ 

o 

X 


X 

o 

xT ^ 1) 

o 

I I 


I 

f 




V 


A3 


1 * 


AJ 


A3 


m 

A3 



[0034] [S4] 



(10) 



2001—354658 















CHCI3: 
MeOH 
=95:5 


co X u) 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 




§~ 

CO 










§- 










o 

CM 


CD 

£5 


5> 








CO 
CM 




m 




s 

CM 


CD 
CM 


CO 
CD 


CO 
CM 












cvj ■ JS| 
00 LO ^5 










I 

0 

\ 

f 

\ 

zr 

X 


5 

if 


X 

o 

> 

f 


I 
0 


X 

V 


1 ^ 

AJ 


A3 


A3 


A3 


^« 

A3 



[0 0 3 5] 



[*5] 



$#882 0 0 1 



-354658 











41.6 


CHCI3: 
MeOH 
=95:5 


co X in 

r> o tvc 


co X in 

1 1 O iri 

O 2 « 


co X in 
o O in 

O 2 « 


co X in 

-r- <D CJ> 


CD 




Q CVJ 


o 




CM 


<=? CO 




S» 




SJ 
CO 


CM 




in 
m 

CVJ 




CVJ 

o 

CO 


CVJ 


m 

CD 


m 
in 

CVJ 


a 


o 

CO 


GO 
CM 


o> 


Sn 

CM 


CM 

eg 






















0° 

B 


X 

ac-o 


X 

o 


\ 

X 


X 

o 

f 


IP 

A3 


aj 


A3 


IS 

£3 


1? 

^1 



[0 0 3 6] 



[S6] 



(12) 



2001-354658 













CHCI3: 
MeOH 

=95:5 


CHCI3: 
MeOH 
=95:5 


1 

CHCI3: 
MeOH 

=95:5 1 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 






















CO 


Si 




m 
cm 


8 

CM 




& 






CO 

in 

CM 




GO 
CM 


CO 

m 


r-. 

CNJ 


55 

CM 






















o 

f 


X 

o 

z 

-> 


X 

o 

f 

zx 

a jri 
Cm *' 


V 

?. 

z 


X 


AJ 


A3 


A3 


m 

A3 


A3 



[0 0 3 7] [$7] 



(13) 



ftffl2 O 01-354658 





81.4 








CHCI3: 
MeOH 

=95:5 


ci X in 

O O LT3 

. X ™ o> 
O 2 ii 


col in 
HO iH 


CO X to 
n O in 
X i2 c» 
O 2 ii 


co X m 
O O in 

O 2 ii 


Q CVJ 

CO 


CO 


2 CM 
CO 










3" 




2<° 


o 

CVJ 


5 

CM 


B 

CM 


CM 


O) 
CM 


o 

CM 


GO 
CM 


CM 


CM 


S> 
CM 


CO 

o 

CM 


CO 
GO 
CM 


CM 


























z 

2-0 


f °- 

r-e=k ZI 


z 
o 

so 

z 


o 

< 


x" 

o 

\-o 

<• 

IL 


i US 

A3 


A3 


AJ 


m 

A3 


A3 



[0038] [18] 



* 



(14) 



2001-354658 













CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 


n I in 
O O to 
j2 eg o> 
O 2 ii 


§~ 


Qcm 

CO 


§~ 


(0 


y cm 

CO 


2- 


CM - 

© * 




5 « 




o 
o> 
eg 


CM 

in 

CM 


CO 

o> 

CM 


O 
CO 
CM 




o 

o> 

CM 


CM 

m 

CM 


CO 

o> 

CM 


o 

CO 
CM 


O) 
CM 




m 

CM 


00 

o> 

CM 


CO 
CM 


55 
CM 






















ac 


z 

D 


n 


X 

o 


j 

XT 

o 


A3 


AJ 




AJ 





[0 0 3 9] 



[«9] 



(15) 



#B82 001-354658 













CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 

=95:5 


CHCI3: 
MeOH 
=95:5 


CHCI3: 
MeOH 

=95:5 


8« 




<2cm 

(0 


CO 


Q CM 
CO 


§» 


5° 


©" 10 


CO _ 

o n 




eg 

CM 


§5 


o 


CO 
CO 


o 

CM 


CM 


CO 
CO 
CO 


O 

CO 
CM 


CO 
CO 


o 

s 


CM 


00 
CO 

co 


CM 
CO 
CM 


CO 
CO 
CO 
























o 

t 

wo 


z' 




If* 

f 


s 

z 
zz 


A3 




aj 


*- 





[0 0 4 0] 



[£1 o] 



(16) 



2001-354658 









34.0 


I 


co I m 

u 9 « 


co X m 
O O if) 

O 2 « 


LU 

o 


LU 


lljI 

ol 

^ II 0 1 

SI 


8- 




8-1 


Qcvjfl 
CO zj 




o w 


o 


O 




CM 

© ^~ 1 


CM 
CO 


O) 


00 
CO 
CM 




& 


O 
CO 


O) 


00 
CO 
CM 




col 

CM 1 


o> 
c\ 

CO 


o 

CM 


O 


CO 
CM 


m 

Oil 
CM j 






















g 

f 


X 


9 
r 


If* 




*L 


? 4a£ 


42 


m 

£3 


1 m J 
i 4nS 




[0 0 4 2] 



[3M 2] 




[0044] 



[£1 4] 




[0 0 4 5] 



mi 5] 




[ 0 0 4 6 ] 



[*1 6] 




[0 0 4 7] 



mm 7] 




[0048] 



[£1 8] 



(24) 



Iftffl 2001-354658 













EtOAc: 
MeOH 
=95:5 


CHCI3: 
MeOH 


CHCI3: 
MeOH 
=9:1 


CHCI3: 
MeOH 

=9:1 




CO 


CO 












5 ^ 


CM 

o TO 


o 

I 
E 
o 

6 
f 

CO 
LL 

n: 

1 

X 

3 

s 
1, 

1 

CO 

II 

CL 

! L 

1 
& 

CO 

■» 


CM 
CO 
CM 








CM 
CO 
CM 






Of) 


3 

CM 












00 












g 

= > 


I 
z-o 

X 

X 


*n O 


X 

x" ^ 




IP 

A3 


A3 


IP 

A3 





[0 0 4 9] KStfl hS5^PV-A4*20- 
HETE*4B*^IB»ffffli ±B*E«<Dfc**l^ 
ixT. 20-HETEliPlittffl5SiLfco *RK 
7*1 Pharmacol. Exp. Ther. , Stftt'V . W474KX1 994) |zSB = 

^;u^gy ^p/^>x;u7t-x>^(M0PS) ( P H7.4) . 

5 mMOffibT^^y^A W 1 mM(DXf U>v7 5 
>f h77^fr^7vK ^y^^AVJUKEDT 

* P V-AI^S, SJt J: L-C [5. 6, 8, 9, 11,12, 14. 15] 



ItttNADPH (v^ttSl) J»L3 7St 
1. 5B*MfiJ£*l*fc. EIC»I=*» (fnftftXS) £ 

5 0%) S*P?ir 1 *IB3 0^t*ISILODS^7 
A (/Wti/W18, /W^vKtUM *«*Lfc 

;uv>ttSi) lcd;y20-HETEa)S4i$;l!SL 

fco itSstommtto&fO) 2 0 - H E T E014IJ 1 0 0 
%£L. ft**SS6» Lfe»© 2 0 - H E T El±l^ 

t> % wmm (%) **asufco 



&M2 O O 1 



-354658 



[0050] *ss£±seai~i 8izm-ex^ 0 



(51) Int. CI. 
A6 1 K 



A6 1 P 



CO 7 D 



31/4155 
31/4184 
31/42 
31/425 
31/426 
31/427 
31/428 
31/433 
31/4709 
9/10 
13/12 
43/00 
235/30 



tt3MB« 



1 1 1 



F I 

A 6 1 K 31/4155 
31/4184 
31/42 
31/425 
31/426 
31/427 
31/428 
31/433 
31/4709 

A 6 1 P 9/10 
13/12 
43/00 

C O 7 D 235/30 



261/14 


261/14 


275/03 


277/46 


277/46 


277/82 


277/82 


307/66 


285/135 


333/38 


307/66 


333/68 


333/38 


333/78 


333/68 


333/80 


333/78 


407/04 


333/80 


409/04 


407/04 


417/04 


409/04 


417/12 


417/04 


285/12 


417/12 


275/02 



T-73-K (#*) 
4 C O 8 6 



1 1 1 



A 
B 



(72)3&gf?# s# mm 

m^«P^SES;Ba3Ta24Si^ 

(72)£E# /M* t£T 

mmaiaaiasffl3TB24si^ ^iess 

(72) ««« 3EES 



F$-A(##) 4C023 HA03 

4C033 AD13 AD16 AD17 AD20 AE03 

AE06 AE13 AE17 AE20 

4C036 AD08 AD20 AD21 AD27 AD30 

4C056 AA01 AB01 AC01 AD01 AE03 

4C063 AA01 BB01 CC75 CC83 CC92 

DD14 DD22 DD62 DD67 EE01 

4C086 AA01 AA02 AA03 BA03 BA16 

BB02 BB03 BC36 BC39 BC67 

BC79 BC82 BC84 BC85 GA02 

GA04 6A06 GA10 MA01 MA04 

NA14 ZA36 ZA81 ZC20 



